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— .v" A^!'«w.» ■* .A. • V - >w.>--.w- . V , / V. v% .■- -vA.*AVfc - v^. . ..- V,« ^ 'M J-k...:., .. .v.* • •• 

*'.... .'. . -."v ••■ • — "VV. - . .A..V • -.'AW.- ■■■ V^.A^^A. .- .-.W.'AV.,V- • .. .- . W. .W, -•• . J- ..' * - •.•A'tA' •* • .*.*.^ ^« ^W.'A 

. . . _^ ^ .-.V. .f * . . .W.. -..'AA • '.-.v.'. A.* .■•AlA-^ftt.A ..WA-AA*!. ^ .A.. . t.* . ^ A " . V W.« V1.1.WVWA. 1.^".^ . VA* . ..V 

.'. A V—WW-A 'A- V AV. •„ ,..VA • VA. ..ArfVWAW .VA..WA.- V ..'VW-'-AV AVA.-A ^•AW.V.- • V. A -.'A. • " AW . W .V. A»«.. ^-k • VA-V. J- V ^ VA A A,' ■ 

A . -. •-• "A -^.A-A •■ - "US - -A Vb.V . V . • W% ... -AW.W.V ' A".A«A.-» 1. V» A>AVA>.... AVW" V A • % WV . .^-A. .VA.V ' • SA-"%.«S-. • ViT " V ■• .A - •A". -A 'A A . -AWA- 

-^'iAVS .. A' .VVA, *. • A-C-. , ••.%>AW1. . . . A-W. . V A« ■ • vl' A . A WW V % •-• • .A ••* • - • - !• % . IvX A - . A . . . • ..'iV.^'C^W A'. .A.'AVA -A- J- „••.-.•;••..<::>-•-<-■> 



.,• % .A V 



'.A'-AV • '.W. -WA— -* . ..A.A*...'^ .W.V .-A." % A V ..V . 1. A- VA. • ".f^'-ff. .--.V. 

• •---A- • .■••A-.«-*AW" •• ••• . % V ^VA*. ^A'.VA. ^ * .-.■A..'WA%V. - .. ..■ ...... .AW. •.'.V.* . . A-k* 



HBUJQETHBINVEhni^^ ."v:!:....:..: . ;;:r : :.:.r:.:::: *. •'^■"..: '.'.v.:'"::a V.::::::: . ; '^::::3:^.:::::rr:A:^^^^^^^ 

• ..-.-VS • .V .V.-.^ . ..A.A-WAAV... . A VA - VAN • - % -..-AT .. A-.A-A.-A- .J-A'. •■ . ^ • VA . V -AV "Afy . ..- - .A«V-^....A V. . . „^ A%1. .. ^ -.A . ^ 

... w..... ....A .V.VVAW-. • -.. •i.A«VV.-.-A . -v. •.."-W.W . • A% % V .--.AV. -AV. .■ • . . %-A ' V — AV.-.— • • A ' • A .,.'tS .. .VS.V..-. . .W. N A -A A«-A- - 



ani 



.gCQyrj&s^ of cancecs.anii other.pzoUferattw diseases;:: 



Normal caiffl» i^^^ a weU^ntroUed Ba^^ *e m& of cell 4grde 

prbgt^oii and pixiigRii^ ifi laciaiatafihaib^^^ Z . 

appropriate tFaxtsiid$$iciin:digbcti^^ sspieis^by Intraicdliilfi^ si^ Xni. : 

tuffix«^ As$urbed:by ddier.imrie^^^ of ihe den cyd^ 

autonompt^ actt^^^ bitraoe^ cyde 

and appptosis paAwaySi- Jlf^^ toAe^^ patfiways »e jhaoibm of ift^^^ 

kiiiase-^££m]ly> ^(id aprbn^ gen^ation of^^^ 

diifiafies 8udiasdmc»,^Oi^^ that tar^^^hoseldn^^ 
ncoGein Idnas^ aTe:a family of iShzymes tiKat:catalyse the phosphmykf^^ 
protelQS. EnCg^^^iQCsIip^ ffovcpsi^siib^ whicli p3»fex^ 

phpsphpiyi^.se^ those whlA.prete^ 

tyrpslTO M^chphpsphoryiate boA residues: Prolan 

kLrias^^ j^.traorisdii^^ 
e>AtQX!£^^ indudur^ the ac^on of Ql9 .^9 tfte nude^^ trigging 

vadcmsbiblogicdeTOhis^ pf protein kii^ses^ 

oeU c^de conti^.imd celLg^^ 

.fa^jopiiatdy hS^:^^ activity hasbeenimpUoitediainany^ 

dmprmd:ire^ lliis might aria© ei* dieecfly or indtoe 

the prqp^ conti'pi medl^emfi for a Jdnas^/ xdatod for example to mutatioiv ovier^xpression or 
inappiTopriate.acttvafl avei>i or^mdBtrprQd^ of Q^kines prgrox^rtih 

• £ad»is ^bo par^ in iiie ii^msdu^ of d^i^ ixpst^saTi;pr.:^^ Ic^nase; ibi; 

all ofihese Instatu^^ ^.on ol. the idii^ expecte^^iiave a ' . . 

beaefidal effett. Diiseases whsrk abeniant Idiia^ dialietes; 

, . . . .... .......... . V. • , •• • • - "S M A-.-..- /A" ' . 

n^ttod^;:athettisdero^ 

1ymphpp]X3lifietatl«6 <iSsordeis; caiuser siidi as.pfdstate cander,.cdl^ rancer/^^^ caxicer, head 
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.,VAVA' • . A*. • 
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andlliaha 



bs. .. . .:'--a..'-:w**.- . .wav. • .-.-a-. 
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; FGI?; :FYI^«eE6 LO^ I-YN) Bj<K Faniiljr OnduidiniSRK; BRK. S^ioj 

/Gziiduding:/^ ^ ARG). lli^ BXK f«BiUy indudes ^ EGF-Kece^or fann^^ 

; Rfioeptoc^fflniiiy.^to PDGER3;"CaKIC:IOT;:^I^^ VEGRReo^torfamily . 

; and F(pn^^ );^ iQOk^ 

- .tiid f^y (Ini^i^l^^ : 

. BFli\i BraiA3/ BPHAS/ BPHA7i, BFIIA8/ BPI^EiS; EWffi^ 

/mSOlO); Ae;i^ ROS); ttifii EBTfamay (Indad^ . 

. andudiingrLTSCa^ ahd£u5R2);llieM^ 

ifaiiniHes!, ihdudirig^ ttie edtraoeliular sijgpnal regulated idhfiBe$^ (p42/^ 
cAMI^rdepehdeht idn^XC/^^ iMfogert^^viated y^^^ 
. . |5fxes^(!^^ Idnais^ FkA, I^.andEEQC ixtter aiiiL^Ai^tionaUy^ihe . 

■ yin^^'appeartob^^ ;;■ . • "v •. 

ti^dadiaMl^;a£fecting t^ens^^matlc adCvity^^^ RlKsirCll^ie^^ 
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.: cwdivdxnas arid/ or leukraiiasVE^e^ iised . 

. . . rr. "I.. ::;;;. ..wii'inyosjur^ 

:: ..;:: .* . .v. v.:^ : ; - 

. :r h^jjafomCbile caniiibiri^ 
hunafc 

: canftunna/ epidieiisii eardii^^^ S^omar astc o qjtoma^ ina^^ 
■ : V "^^^^^ qpwdj^n^^ . ... 

meningio^^ . *.. :: " :'v;- 

' H of flie iAyiaiiti(m ia bia ^ised^ to 

• • - i^^:?????^:P^^ or «lani' •; - 

X : nec^ldsHc dSmid&i^ids^j^Jj^^^p^ tti^ue, auch adipose ci^r Upoma^ 

. . fihtelUpQmas/Upoblastdmjete 
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' . 'S^ . V A-. A-. --AAA-AS- .AA- ."-A . -w.. "A......-..- A- V-VJVAV..f A-.-A-'A ■.V.V.-AVA • * 

■ .V.^A %•* "..v..-,... .r . '..-A*' •.•.'A% ■ .A,.. . ..^%A"AW.-%W .V ...•.'.WAV. ,. . 

Av ..II • • - • - • .-•.•---.vw%-v . • . . .>AA^A...-. : 

TTr. " : ' '■/W^^sax^^— ..:::^z . ... r......;'/. •• - 

Al5Npeiected-|KSPft-p^^^ 

r'.- ;-"-. '.: v ■ ' ■ . DC(6»*n!2B37jiR*ra 

aD^t;As ^1 heteiocydy^ aiyiiietoiyl, Ci^ileyl^ayt^ all^ ^^^^ ; 
.: ,1.; .jptaeditofo^^ 

'■.^^h ■ ,_:y'^' ■ ' ^ 

_ . 

irom'£^.Ct^.aIkj^L: 
Y is Heuyi or hdtaiyl o^c^ 
■ ,,ai]^l]tpfflEi:0^tdhet6«y^ 

heiairi^il cor may 1^^^ 
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r « — V. .V V.V.W.P •. -J 



V.-.-.- AV.Vk.SW.XC4>^ l$^< 



. V..* . J'ir'Viw.-As. .«w.VA«. • 



^ ....... ... ^ ; .V.-. •IX-'-'*.-:-. . . a-:-. --w.-^. 



IhAe above deifiM ' " 

..,.:::C^ aikyime&t^^ '' w;" -""*--; 

::hetena^ orie or mOii^l^^etOf^ti^^ 0;N;:S^ . 



ItC^a liisef ^ 



' b^C^]h^B^^ if^S^igStZ} and CM;aUgrl>^^ al%i 

hieteroc^dyl axyt li^totyV C^allgi aiyl C^.^ ciDgfl ItBtoyt or my be j^^^ to form an 
optionally substihitM 3^8 me^^ im atom 



.Q:is*a>pric!lr"or.CM«>n^ • . * 

W is select^ from Qj^alicj^^^^ or Gii^a^^^ 

optionaUy substituted witii fSi^^yl^ dC^^^ and 1^^ and^^ 

indepen^^ Gi^. alkyVG^ alk^^^ cjraiKfl[k^ ailo^ hetero or 




V V.V. •••V, . '.AL—rfU!.^'. -V A*"«-W Vk.. 



■ •■.♦V.V ..V. - V.V"-. .-/...•...•.J-,. .• ."k....^.".',. ..v.. 

.'*VW."-V.WA%P.W .A%» ..•.•.WV'*.1iW.-".V • • .• .'VSV ...-..•i • .'.V-v 

A '•w">v . ,A>. v. -.>;■>,••.•-."..•.•;•-'>. A .V. . iv. . '•A-».**..t. ;m<wX • . cvC-^ka-a-a ■-.■';•>«.•.. a 

may joined toiomian optij^^ 



'A WU . ..V .^A^ 
• >^ A -. » ..-v..- A-AA,'-.*' A 



. V AW. A- WAV * • VA'V . 



•A-A- • .^AVV .% -. 

- -A-S- y -A ^ •» 



IsOtnecsX ThexsbDlpoimcUs of tihe present uiiveiitidri may have <»ntexs aztd.lhexiefate v 

may ejdstik difftientiDa andidiastei^dmaic fonns. Thte InvieiitiDn relato to flvs use of. 

fhe u» c$ aU siidi tmx^ 

llda mvehlioii alsD^ alanpositibns coxitaiiiing of 

wmpctotds of :fee:fQrm Itfisiiiv 



anrini»>:at^ . 

or 6rai?) ate i^yolj^^^^ ^>^?^^^f^ : : 

hyaMbgr and 
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AS A«» '-AAV. SA^W .A%.W -'.V VA • . • — .W.VA' •% .'A-' *.•* • • • ..f V W.* .V.- V AVW V. Al* VA WA* • A .MV.-dV..VW -.A WAMVV- .V ■ • S VMnrAtpV A^ A .■ - - *V . W.A.-.AVA % A** ■-• %^ "A . . -.• 

■-••.A.' • 'J" • • A.JV W. .VA ^*AWiW.V"A-A-.A-- ... . * AV.VA.A".S..'. WAWA AWW. A-A . A-.V. AV.-." V A V .".VAW ..-A* -V.-. %V. •■«• * 

I.<.A"A*. ' Z •-' .A^-. . .'A.- *"''•'' •<*V>.'I*V.'.'*VAA . f-A ■» A*.*.*A'.<T. J".'> -A-AWA'AV • • . •X.*- VA-a\v,-1-.<V-A'.. AV. . A-A-.VA •X>X. . .V A-. A ■'VA".V " 'J' V.* 



befinuaxita^vgainma-^asaind^ and 

VWAV • ..-'b.-AVA'l?' • ■^ - A-W. *J W ^A. Vk...A VA.% AV .'AVA VWAVAWl. ..A.r»A.\ .-A--.V %• ' • • . .« . -j- V.' ■ • • W • WAVA'A'A* VAV • • •. V • . 

of formiula l (sudt as::dpdd$^ salts of add^; or inters) joined . phjc^phbjrus<»g^ 



.Tr. • £i aseomilia^^ invientitoi consiste^i^^ a GomtKsiiion aknpxis carricz' ^nd 

ai5»s»0dated dise^^ obmpidsit^ iadi^^ ooioimt • 
of atleadtonec^ 

i[rf.acomposi|iiQn:af.1^ ; 



- ; , "In a pjafeiwde^ pr^sent-inventtoni^ dtoea^e $tate is sdeded £rc^ t^ie . 

Hyipsrseti^^ lUiaizihiSo Dise^^ as Sratemic Lupus Ky&^atx^^ 

(SIJB); RheainaM AJ&mW^^60^W8yJn^ 

Aid<^bfiing S^^ F^orldtl<iAriiuitb;.C^ autbimmime diseases audi as Typia I diabeted^ 

:mtpiinmune th^a^ Aldidttt^s disda^:v^ 

I^pUlom . . 

Mosriy6i»iicdM pancreatic cahcez^^^ canceiv ovaxian 

: canfi^, prostate ^ttid^/SquomiLOus can oai£ino^ 

tumoiv C6ryic4 bladder. . 

catidlnoqnni^ 

epo^a^i^TO oligb'daid^gl^ • • • - 



.dsBue of .the breaiH;;.pxoi3tate>.lddiv^^ adijp^e 




^^^^^^^^^ 



V 



••i. A« A-V -. .'^ .■.A-AV..- . -.t.-V. 'V.-.---..'^ . ■■AV.VW. V J- • . %-Vd'A^% VV'.w. % -• -, ••. -AVAV- WA* • W.-.V. ... .VA . '.A* A A- . .-A — A-. "A VAV.V -A* V.* V.-. -.•.WA-.V-'.* W.«.-.VA-.V.«,- • VAV • ' A - -W. -- . .-1, 

A"<V«. W.V % AA^AAT.*.. • . • AW.* .•.AV.W V •.•.W.A..- -■-..Vd-'k* .-AV-. . \ 'V. A-..^..%.»» -ViW.-..', A V." W.W. A-.-. • VA*,- A'AV A J- A- ..• ."A .- .V.W." V A • V. - V AVVV.'.W.- VAVAV.". . V.-A\ WA'.- VVS 

^ V.-.V.V.. ••">%%•.• .V.-A.-. % • .%VA . V.«.- ....W.'A. -W...-- A- . .-.-A • .V.W. V.*. .VA". -.V WAV . • WAV V AV W.*." A* "A . -.V "A . .VA- VA . V -AV • V. W.W.W W.V.VA-A%- 'AW.-. . .- . WAV. . . 

; .Aw : whidi resuliirom - 
sold may be soKd « lig^ 

Aidmi2i£st»tim^ ' • - ' z 

: :; " ... 

siifif^^ of a qreaan or / : 

be adnUiusiered in a fom - J 

; & a4<^ .. . 

. . practtc^inotker.sped (e,g,, dUdj^ns)*: 

the mailed of ti^^^ 
ini^hi<^ the actiom 

-tooMidt^ /V ' ' 

... desitad^E^^ 

pigS/ rata.oi* otha^bdvUri^ equine/ iixidant arm s^eclesr anuft pri^eiialily a - 




■ ISa 549 • • P -.14^23 • 



. ...... :• 



•••.V...-Al»tl"i*.-.** . ..- 



.VASA-W. * V-AT...-. . V.VAV.-AA .• .•...'J' "k... J-A-V.'-... A-W. Ac A«.W. .V 

"k«Vw.*» S. v.*. •■ •• AVW>A-AV.-A!b A*AW.-y%W ..V."*.V- .J 

> • W .r.» • .. .J-A«A AW.. -.V • ..A.'-W.-.*.V 

, > . ; . .JaJ-A-L .W ^Vt . V.A-. ■ , • .'-.VAW.-. ■•" V. ■.•-:,.■>.•.-.• -*?AW.«V.VAV:«A'. '* J- . . V.".":.' .A WAW.-. •• 
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iWtE^ .>i^iwjg^au^ of the dutiject qonipqsittoR ; 



• : K • A-A-. 'X-Xl-A A' 
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]&sfic^ dkeases;:^^^^^ 
' ii3-iht^dedtO;e product rompdftog-lKfr • " * • ■ 

^bfimffi, Ifi wdl as an^proSi^ whicK xi^^ direc^y^lor - 
fipedfied in^diehts ih^^^^ ; • ' 



disper^le p^ ors^capsul^/ orayrupso^^^ 

ixise ip^y be^ aity ijjeA^ to the art . 

. cbmpoiitipro^a^ sudi oompodtton^ 
more ag^iis s&eiiHed £^ ihe grb^ cbii^ 

agenfis^iandpras^^^^ 

pM^aratidiy: .T^ ihgi^sdiCTit in admixtura i^^ih 

acc«ptabje j«c|p|^ ^yhidK wsruitR^^ Wiataufecfajjft of tab^^ i^pl€fnl5Diay.:T* . 

forexampWin^ diluetrt^^ such d$ cdlcium datbcmate, sodium carb^n^ caldiuri . 

phosphate or spcUugqa phqsp^ ^isdntegitatiiig age^ com stardv 

or algiiiik a^ gelatin or^at£ad^ ant^^ubncatix^ 

eocamp^^^ eu^deitfs^ wusq^e^ . 

coajtedly^ 1p dd^r^ di^iaagraHm^^ the gaisti^ 




talmn'Oa^ for qdsiI» 



so 

-active SngMflie^^ *;:';■• 

: < Aq^€«)t& suspc^bi^^ active maCeii^ in adnuxtore:^ su^able:fdc:: 

. lite maxiu£aclu£i^^ :Sudi exclpitiaits.m ^i^^ aj^nt^r for example : . 



f if V". V.V . ■* -A 



^yym]4rpy^ gum afiacasv disperaing^M 

76 anatuiia^ for et^mpl^^^^^ 

aikyl^e o>dde ivd& &ttjracid^ pr^nde^ ^rodddts 

erf e^hylearie 03dde wid^^ chain aU^Hittc alcoK^ 



morippleate^ The agnaQras;^^iQ^ tspntaln :cxiBjoT^m9X^^ 

^oU^ £DF e9^m|^^ In a min^^ 

:paa:a£QtL The isHy cohtaih a thick^ng for cbcamio^Ie beeswa?(> haM : 

}>ainiffir)L oet]d aldohoL Sweetenln^^ag^^ fratti abdvC aitd flav6ri% ^gent». 



Dl^^errfblep^ for p?«|>aiatton:o^^ aquMussiopenri.ont^ 

the^addilibn of water proy^ the ac^ye^^^ eidmixt^ or weWng 

fl^mtfiuspendtngajg^ Sw^Bledi^fi^ 
£uid6U^ai^x||;'a^^ Additldhal- 
EKdpiehtsi, ttir cb^ainple sweeXeBC^g^OeL^ coloring agei^^ 

The pharma^e^euiic^^ of liieinvaitidn m^ of oil-ihrwater 

emalsio^ The oily phase may t>e a vegeteble oil fdr exampleolive oil or^g^ oil or amineral 
pa; for .ex3;iiple Ugjqld p waffln;©!^^ SiritaWre^ may be 

'i^^x^yr 

1^ |s6y1>ei^ 




: those stiiiflWrdUfpi^^ 
:.4^ye;: The steri^ 

employed as a 

employ^ Ihdud^ qmttiettc mono- or 
finil use in Ihe pNR>arattoh of izne(^^ 



: .suppofidtoidee.for.tedal admizitefralion of ih^:drug;lliete oompositicins ean1»e pi^fivedby 



Upidstib liposo^^ l^iiimor^rm Uquid oy^tal^ 

^disi^ersedM 

•Uposome&m ^' • 

phosphatidyl choHneS/ bodn natural and Me&ods to fi»rm Uposomira axe 

m^, '. . . . v.y::: . :\.: ":. \..r:/' : £" ^ ' • - - ' '^ 

Thepjiannfu^ii 

comprise plher^i^^ a^Ued.in 



agents for use in combina^ of br^Unaiy 



or 



y$]ng ^ apptjbadv onemay be ableMjadiieve.lh^ tvithldwerdo^ 



.^A,- ^ ^ 



♦ . 'a * ■. *•■,-". .V VA-.V ••* ■ ■. • -A*. ^ W. .- f -A 




azaihicpririie,: W et^odai^ fludia^^ adriAinydiv- 

receptor, :mtd lapaznyda (slixdisx^ or il^vaiives (hsrebi::: : .. / 

pt^smt Mvm^ l3iey:inGiy be x»eid for &(xai] 

- cdznprise otiier 



' c$ the OE^poxm 
ttierapTOilc ag^ ixviihe ceUi 1 



a<^eve Jiqu^ eMcaqr ; 



indomefli^di^ aiilfa$a1azin0/lwlhlOnine sial£c»dmixie> isydo^ A andtamoodferu 



iril^tipnia^^ generaUy be sdsQut Q*Otto 5 

vy^^gHtper day wl)i<^^ do$e$*: i^l^My/ tike dosage 

per day. A £fi^table dosage ley^^m^ aSjffrog/kg^^^^ i^P . : ' 

ixig/kg.piBr da^^ or about 01 to 50 srig/^^ day^ VSft 
05; 0.^ to 9 ok* 5 to 50 zxi|/kj|:p6r dx^i Vm oeei:^^ 

provided in ithe form of t^ • . . 

paiaicidMlyl,0;&^^ 




^'BCqUStznent of ^the dosagfi to tne patteiit- to 



■ragjofiieixv jrcfef aW^^^ 



any parfidaar patiiEB^^^ 



::cif m(atiO)n;r:d^ ia^ini^lliiQ;:'^ seviBiitf <tf fha paitiadar 

....V-A • .J- W.W . AW V A. • - . J» . V • . • ^W.V.W A'.. <■ . J;ftrA*.«v. .-- A V • . - .•..•••«•,»■• . • V . J- • 

^'oMtiprtttng-^ to imply^ demmfe integ^ ot af'-;^ 

gitmp'b^^^ l>ttt not fte other dfl^^ si&p/pr 

.. . .* ... L. ... . ... . . . -. . - >L . . .. .... ... . .... , .^'MV.:.-. ... A-.-V > .V V.-.VW.V.' V.-V • • • W , • , 



: Axiy Oiiscd^ 

; induded in thepresent 8pedfifiati<m^ tii^ puiposie of prcla<&ig.a oont^ipr icm:: ... . 



) or were coimnon.generd^ >iiowl®4gfi .fe *h^^ toihe present 

inyimttqii as it e9d£te^ bafora tii^ prio^t^^ date of ea<^ 4aim p^^ . 



In Mdd^^Jlhiat tfajiB iui^ of ifae pzH^aht^via^ mdxe dem^ 



Compounds are gener^y prepared in:a 2^9t^.process staiiing Moftx^l S^- 
broiixtQtiiootin^ta; .. ■ . .. 

the f-biit^ 5-btpmpnicot^^ wldi a fiui^ly fiuv^^on^s^d coupling partner, . 

Typi^ coupl^ coi?pUn N- and 
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::b^e such as pp^^um^^^ 

: 6o<^ hyjSiTO^ pp^^um fluoride or pptessiican phosphate. The: i^ctton xa^^ out : 

Fdi&Ac^ • 

.:^Oiniiieh^ adS using dmv^tio^ welllcno^^iri to fi^ sldUied in ttiie : 

ait: Tliesi&mediod3 izikud^^^^^ add with ^btitanol tijsing coti{din| : : 

reagents: 3ucKas:<E(^^ 

a fioNratSttdimdic^ add withdi-^. 

.'butjIi^l^boQr^ :":...:::■::*:■ 
■teiarahydra^^ / 

taprim^ 



RI-NH^ 

— " " 



SchimeJi 




lUitteUy lil^^ 4ev$y.atii3ns9 are d^vied oorr^crnii^ng aidds? . 

using mej^hpdswd^^ • • ^ . 
theS-ari^^ 

rea|^tB siid^as dic^^ l^SndimeU^ylami^ 
dlisbpropylcj^^ 

te\s!ehydx6fwc^ / . ' . ' 

Alteni^ add denvatiyescaxib)^ respedive. add 
daatidd:.4(^y^ 

udi^g; 4>r cpeatRpte/ >k^1^:chib ad4 c^ri<te^c^^^ i^rivittiyed can 




:::.:::^:^;WQ-549: 



. ...... V • . • 



A.. • VW 



acetate atanihimt or devated tanberatures^ 



P*VA^/«,«VA"" ■•" VW V"*. V.VA-'^ 



l> . .A. -.Ar.*..-...V . 



art. 



v.'.-..f/:%.. ..." 



V.VA . . ••• *A>AA%%% 



.•.-".•1.%. ' 



ww.v.-..«%*.v. V . .V-.-. . 




. . A- .V. .- V. . .^>-. V. ■• • • V.» - .-.v. ' • .-AAP'> j-w.-.".- ..-K'.A • • • 
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..A.S. 
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theoUgOAUcil^ C5'>QGA GG^ 

:f5?;^AQGC GTCgAC .TTCOTCll^ and UW? jnKNA ais tenap^ 

.fiite wa^ pzedieiiit iht6:^tis SIEL Fkimer, aSal lifilB uuic^^^ mto ilie 3TEL^^j^^ . 

regicmsem^^ S<-ACGC 

TATGCe TGC GAC CCC ACG ATC TT^ : TAKSR 5^-43CA TCT AGA CTA TGA AAA "\ 
GGA CAG GGA cnxS.CT 

Gibco/BRL) and U937mSNA a£:template: A SMisi^ iihe fbxwiozd primer 

erf JAK2 and JAKs; aNoti^^^ into the JAX2 rev&ae p^ 

. . ATEL/Tak2fi^TO^ 

1^; digestion of the JAk2 PGRp^ yn&v fed i/; Not j followed by jigatlon and ^bdoning into 
(He manraalian;;^^ digesled wilit BantH I-Not I (pllt^^^ 

deaved'I&lprt^ci^^ . 



SGOlIl 

(QdsiiiedijMM or plELJAp arid ite 

independovt grovirlli* BpiB i y^d j^ FCS> :1|^ Vyl^ 




' .- ■. ..♦ .-. 



'.Giowlh andMaiiitenian - - ■.■::;::.:::;:.;:.:;:.:;..-^:^;lv^ 

K562 (dmirtfeMydQ^^ 0?ix^te:Ca^i^^ 



^CtifiUi^^ ::. • r:;7 j::;-.;: .... . 

miBdlii^a l.lx fih&Ldc^u^^ cdl/mL to 2(N),lX«ri^/mt,^a 

Compoimddtobet^ied^^^ . 

9&-w€d:pi)iter T^^ vsraa aiJded; aartd 1^^ p]^ incubated to 

hrat37:°e^ \ 

returned incut?atpr for a |ux^^:6:|u^ LjnBis buffer (100 |aL 10% 9p6> COIN 




. r • ...V. ■ • -• .- .'.^^ - 

-..'.■.V -A,..-..*, . .SVWA.. .AAf 



•ii win be mbdificati^^ ' 
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e mvttition dfi briMdly The present embodiments are> i 

. respecte as mtisli^tiye and not resto ; ■ • • ; . • ."rr. ; r/.t;.::::..::;:::......:::"'::: 
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